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Box AF 

Assistant Commissioner for Patents 
Washington, D.C. 20231 



Dear Sir: 

On 7 July 1995, a response was filed herein which, 
on page 5, referred to a reference enclosed describing an 
antigen newly discovered as associated with prostate tissue - 
i,e. prostate specific mucin. In reviewing the file, 
applicants have found that specific citation to the 
reference was omitted and that the reference itself was not 
enclosed. The present submission is to correct this 
omission and to elucidate further the rationale for the 
claimed vaccine. 

The missing references whose enclosure was 

~ intended were abstracts of the following articles: 

Wright, G,L. Jr. et al 

Int. J- Cancer (1991) 47:717-725 
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Beckett, M-L, et al Cancer Res. Search 
(1991) 51:1326-1333. 

These abstracts describe an antigen associated with prostate 
carcinomas other than PSA, PSMA, and PAP „ 

In the first abstract, a series of sialic acid 
containing glycoprotein representing a complex was 
recognized by a monoclonal antibody designated TURP-27. The 
authors conclude that this prostate carcinoma-associated 
sialyl glycoprotein complex (PAC) recognized by MAb TURP-27 
is likely to represent a novel cumor antigen expressed by 
prostate tumors . 

Similarly, the second article describes reactivity 
of various tissues to a monoclonal antibody designated PD41, 
The abstract concludes "it appears that this monoclonal 
antibody may recognize a prostate carcinoma-associated 
mucin-like antigen, which is preferentially expressed on 
prostate carcinomas, and therefore, may be a useful marker 
to distinguish benign prostate hyperplasia from prostate 
carcinoma. 11 

These abstracts are adduced simply for the 
proposition that there are undoubtedly additional antigens 
characteriscic of prostate tissue in general, or prostate 
carcinoma in particular, that would be useful in the method 
of the invention. The invention is not directed to these 
antigens per se, but rather the appreciation that they are 
suitable candidates for vaccines directed specifically 
against prostate cancer. 

Only the applicants have successfully recognized 
the generality of this concept. For example, prostate 
specific antigen (PSA) is not a membrane protein. 
Therefore, one might assume that it would ineffective as a 
vaccine as it is not associated per se with the membrane of 
the target cell. Indeed, as PSA is secreted into the 
plasma, antibodies raised against PSA would be expected to 
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act on this circulating molecule, rather than directly on 
the tumor cells. On the other hand, it has been appreciated 
by the present applicants that proteins produced in any 
particular cell have peptides represented on the cell 
surface in the context of MHC1 and MHC2 histocompatibility 
antigens- It is these complexes that can be recognized by 
the immune system, and specifically by cytotoxic T- 
lymphocytes Thus, even though PSA per ae is not represented 
on the membrane, its peptides are displayed on the cells 
bearing these peptides would be subject to attack by 
cytotoxic T- lymphocytes- Applicants' appreciation of this 
mechanism and its relationship to designing vaccines is not 
suggested by the art and permits the generalization set 
forth in the present claims . 

Applicants respectfully request that this 
Supplementary Amendment be considered along with that 
previously submitted- In view of the time frame subsequent 
to final rejection, a Notice of Appeal is also submitted 
herewith. (Both this Response and the Notice of Appeal are 
being mailed first class mail; a copy of this supplementary 
response is also being submitted by fax.) 

Respectfully submitted, 



Rate H. Murashige °~ 
Registration No. 29,959 



MORRISON & FOERSTER 

2000 Pennsylvania Avenue, N.W. 

Suite 5500 

Washington, D.C. 20006-1888 
Tel: (202) 887-1500 
Fax: (202) 887-0763 
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Authors ▼ 

Beckett XL. Lipford C8. Haley CL. Sehellhamaer PP. Wright CL Jr. 

TltlS 

Hoaool nal antibody PD41 recognises an antigen restricted to prostat 
adenocarcinomas, 
institution 

Department f ^exobiology and Immunology, Eastern Virginia Medical 
School, Norfolk 33901. , 

Journal 

Cancer Research. [JCicnfJ 31 C4) : 1326-33, 1991 Feb is. 
Abstract 

A monoclonal antibody (MAb) designated PD41 (XfSlk) was generated by 



hyperlmmuniaing BALB/o ales with a aaabrans preparation prepared frt 

moderately to poorly differentiated prostate carcinoma surgical specimen. 
tim iaawnahiatsehealeal raaeelvity of MAb PD41 was shewn to be highly 



r annexes we eucxaj epxcneiia and secretions of prostate 
adenocarcinoma tissues. Sixty-five *> of the prostate turner; irna i \ as 
stained with XAb FD41, whereas no staining of the fetal or benign 
proatate specimens was observed. P041 reacted minimally with normal 

E£? Bt £? a 5t5* u *5' vith . 1 ff» **** 1% °* epithelial cells staining. 
This KAb did not react with nonprostate carcinomas or to s variety of 
noraal human tiaeues. Uelng both redioimaunoessey and Ismnaaofluoraseen* 
pr csdurea, several cultured human tumor cell lines, human blood cells, - 
and purified antigens to prostate- specific antigen and prostatle acid 
phoephataee else w« found art to eaprees ths 9D41 antigen. KAb PD41 
also was shown to bind to the target antigen present in seminal plasm 
obtained from proatsts carcinoma patients but not to seminal plasma from 
n rmal donor a. Xmmunoblots of gal -separated components of proatate 
carcinoma tissue amtreets indicate that the molecular weight of the 

? retains carrying the FD41 antigenic determinant can differ among 
ndlvidual tumors, ranging from Mm 90.000 to greater than 400,000. 
However, In seminal plasma from prostata cancer patients, the predominant 
component recognised by P041 la the diffuse Mr greater than 400.000 band. 
It appears that this monoclonal antibody may rscegnlss a proatate 
ear Ineaa-asseeieted auoin~like antigen, which is preferentially 
f^?*"? 4 on Mwinomas. and therefore, say be a useful marker 

t distinguish benign prostata hyperplasia from prostate carcinoma. 
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Authors 

Wright GL Jr. Beckett XL. Lipford SB. Haley CL. Scballhamner PP. 

Title 

A novel prostata eareinoma-aosociatsd glycoprotein complex (?AC) 
r cognized by monoclonal antibody TTOP-27. 

^Department of Microbiology and Immunology, Eaetern Virginia nodical 

School, Norfolk 23501. 
Journal 

International Journal of cancer. [JCtggu] 47(5) ! 7 17-33, 1991 Kar la. 

Abstract . , . A 

a pr stats carcinoma-associated antigen rmcoonlssd.br Mabv TOn*?a7*yas 
characterised inmunohietoeh«»±eaXly and bieenemioally'. antigen 
was found localised in the coll ssmbmns and cytoplasm of the ductal 
pithelial colls of normal (10%), banian (78*100%) and malignant (20 
-100*) prostate calls. Fatal prostata tissues vera alao found to express 
the TURP-27 antigen, suggesting, expression early in davalopaant. Thia 
antigen vas net expra s es d by non-prostata tusnrs) examined, but 
significant cross-reactivity vas obsarvad in ayelinatad nerves while 
ninor cross-reactivity vas seen in certain lymphocyte subset a, cells in 
th adrenal medulla and chief colls of stomach. Immunoblottiag and 
bi chemical data demonstrated that the TOHP-27 antigen is a oialie-aeid 
-containing glycoprotein complex with, major molecular species in prostate 
tissues of 3 10-2 SO, 180, 140, 115, 95-90, 69, and 40- to 3S-kDa. 
Zamunoblotting patterns similar to those observed for prostata tissues 
vore else seen I n CM S extracts with the exception of th* SO and 40- to as 

t-asseciai 



-fcDa proteins. 1KBBPV*a**a* m eaxoinrx is-assecistaeV slal u f lyuojizct ain 
complex (PAC* rssjBfKasjfJtt^^ttnips-JT 1* likely te> i spi es oat, a novo* 
turn r antigen expressed prostate tumsrs. 
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